Background. Many studies have demonstrated a causal link between Zika virus (ZIKV) infection, microcephaly (MCP) and other congenital abnormalities (CA). This study aimed to determine the perinatal case fatality rate in cases of Congenital Zika Syndrome (CZS) in the Rio Grande do Norte State (RN), a Brazilian Northeast State highly impacted by the Zika virus outbreak.
Methods. A cross-sectional study was conducted using data obtained through the State Health Department (SHD) for cases of MCP and CA in Rio Grande do Norte from April 2015 to December 31, 2017. Definition of perinatal period: commences at 22 completed weeks (154 days) of gestation and ends seven completed days after birth. Perinatal case fatality rate is defined as the number of deaths as a fraction of the number of sick persons with a specific disease (×100).
Results. During the study period, there were 519 cases of MCP and others CA notified in RN, of which 150 were confirmed and 126 remain under investigation. The remaining 243 cases have been ruled out by presenting normal exams or due to presenting microcephaly by non-infectious causes. Of the total confirmed cases, 30.0% (45/150) died after birth or during pregnancy. 64.4% (29/45) of confirmed deaths had ZIKV infection during pregnancy and 4.4% (02/45) had a positive TORCH blood test. The deaths related to Zika were confirmed using either clinical/epidemiological/radiological (the presence of typical and indicative alterations of congenital ZIKV infection) or clinical/epidemiological/serological (RT-PCR and/or IgM/IgG antibodies against ZIKV). Eleven cases remain under investigation and five were ruled out.
Conclusion. This study highlights a high rate of perinatal lethality (64.4%) in cases of CZS. Despite the growing number of CZS cases, the real incidence and prevalence might be higher due to the underreporting and lack of resources for confirmatory diagnostic tests (laboratory and imaging). Due to the high rate of lethality, our findings predict an increase in the infant mortality rate in areas endemic for arboviruses. Because the severe neurological complications caused by CZS, it is likely to pose a substantial burden on public spending on healthcare. This study may be used to better describe the congenital Zika syndrome, its prognosis and natural history.
Disclosures. Background. There are currently limited data about the occurrence and characteristics of sporadic acute gastroenteritis (AGE). In this study, we sought to (1) estimate the average point prevalence of AGE over a 1-year period; (2) describe health-seeking behaviors among those with AGE; and (3) calculate the proportion of stool samples testing positive for enteric viral pathogens.
Methods. Starting in October 2016, we recruited 52 weekly, age-stratified, random samples of Kaiser Permanente Northwest members to complete an online survey and, for a subset of participants, to submit a stool specimen. The survey included questions about the occurrence of vomiting and/or diarrhea within the previous 30 days and, for those reporting AGE symptoms, related health-seeking behaviors. Collected stool samples were tested for norovirus, astrovirus, sapovirus, and rotavirus by RT-qPCR.
Results. We received a total of 3,483 surveys from eligible participants, 417 (12%) of whom reported having had AGE symptoms ( Figure 1 ). Of these, 70 (17%) sought related medical care across a spectrum of clinical encounter types ( Figure 2 ). We also received a total of 531 stool samples, 74 from symptomatic and 457 from asymptomatic individuals. Among them, we detected norovirus in 12% and 3% of samples (P = 0.0005), respectively; astrovirus and sapovirus in 1% of samples in each group; and rotavirus in 8% and 7% of samples, respectively.
Conclusion. Our findings of AGE within the community are consistent with previous estimates using models of medically attended AGE occurrence and reported rates of health-seeking behavior. The prevalence of enteric viral infection among people in the community without AGE was generally low. These data can be used to generate age-stratified incidence estimates of community AGE and specifically that associated with enteric viral pathogens. Such disease burden data are needed to guide the development, targeting, and anticipated impacts of interventions, such as vaccines. Results. Spatial interpolation methods (inverse distance weighted, Kriging) were tested by both county center points and facility geocode where available. Susceptibility data for clinically relevant urinary tract infection antibiotics were interpolated to create geographic visualizations of AMR in Wisconsin. Antibiotics included amoxicillin, trimethoprim/sulfamethoxazole, ciprofloxacin, nitrofurantoin, ampicillin, ampicillin/ sulbactam, levofloxacin. The interpolation extends to the furthest health system point in each direction and is presented within state boundaries. Facility geocodes were masked from public display for confidentiality. City names were added for orientation. The mapping depicts regional differences, such as 2015 ampicillin susceptibilities ranging 55-64% (Figure 1) . The maps provide a preliminary susceptibility prediction in areas where no AMR data were available. Average susceptibilities were compared across 2009, 2013, and 2015 to map areas with the highest rates of AMR change.
Disclosures
Conclusion. The described mapping provides a novel visualization of AMR across Wisconsin. The maps created will be utilized in continued efforts to improve the functionality of AMR data in clinical practice to optimize antimicrobial choice. Background. Cefiderocol (S-649266, CFDC) is a novel siderophore cephalosporin with activity against a wide variety of Gram-negative bacteria including carbapenem-resistant strains. We previously reported that CFDC is efficiently transported into Pseudomonas aeruginosa via iron transporter PiuA. In this study, we examined frequency of resistance of P. aeruginosa to CFDC, and investigated the resistance mechanisms of appeared colonies.
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Mechanism of Cefiderocol high MIC mutants obtained in non-clinical FoR studies
Methods. Frequency of resistance (FoR) was determined by plating an overnight culture of P. aeruginosa PAO1 on Mueller-Hinton Agar containing 4× or 10×MIC of CFDC or ceftazidime (CAZ). Appeared colonies were analyzed by whole-genome sequencing (WGS) to identify genomic mutations. The mRNA expression was determined by real-time RT-PCR, and pyoverdine production was determined by MALDI-TOF/MS and expression of outer membrane protein was analyzed by SDS-PAGE and proteomic analysis.
Results. The FoR to CFDC was 2.9 × 10 -8 and <7.1 × 10 -8
, which were lower than those to CAZ (3.1 × 10 -7 and 3.4 × 10 -8 ) in the conditions of 4× and 10×MIC, respectively. MIC of CFDC against CFDC-derived mutant increased from 0.5 μg/mL (MIC against PAO1) to 2 μg/mL, and MICs of CAZ did not increase. In the case of CAZ-derived mutant, MICs of CAZ increased from 1 μg/mL (MIC against PAO1) to 16 μg/mL or higher, though MIC of CFDC did not increase, suggesting no cross-resistance between CFDC and CAZ. WGS identified mutations in upstream regions of pvdS (pvdS mutant), which regulates pyoverdine synthesis, or fecI (fecI mutant), which regulates the synthesis of iron transporter FecA contributing to the transport of iron citrate. The pvdS expression and pyoverdine production in the pvdS mutant were more than 4-and 6-fold higher than those in PAO1, respectively. The expression of fecA in the fecI mutant was more than ninefold higher than that in PAO1.
Conclusion. The MIC increase of CFDC against P. aeruginosa occurred due to the mutation of iron transporter-related genes. The resistance acquisition risks should be low as the frequency of resistance to CFDC was lower and the MIC increase of CFDC against the mutants was smaller than that of CAZ. In addition, no cross-resistance between CFDC and CAZ was observed. 
. PcrV and Psl expression was detected by immunoblotting and ELISA, respectively. The crystal structure of anti-PcrV fab and PcrV fragment complex-crystals was solved at 2.8 Å resolution. MEDI3902 activity against representative isolates was tested in cytotoxicity and opsonophagocytosis assays and in a murine pneumonia model.
Results. Whole-genome sequencing revealed intact pcrV and psl genetic elements in 99% and 94% of isolates, respectively. We identified 46 variants of PcrV that were all bound by the anti-PcrV moiety of MEDI3902 and confirmed through crystal structure analysis that antibody-antigen contact residues were preserved in all variants. Similarly, anti-Psl binding was confirmed for selected isolates containing the complete Psl operon and strains lacking non-essential psl genes. Importantly, 99.9% of isolates contained the full complement of either genetic element. Consistent with these results, we observed potent MEDI3902 activity against diverse strain types, including strains that expressed only a single target.
Conclusion.
Our results indicate PcrV and Psl are highly prevalent in recent clinical isolates from around the world, suggesting that MEDI3902 can mediate broad coverage against Pa.
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